Introduction
Thus far, randomized trials have failed to show a survival advantage for neoadjuvant systemic therapy over adjuvant therapy; however, neoadjuvant therapy can effectively reduce the need for mastectomy in locally advanced and large primary breast cancers. Nonsteroidal aromatase inhibitors, including anastrozole, have shown high activity in hormone receptor positive metastatic breast cancer (MBC). Given recent reports (see Aditional Information) its value in high risk primary disease is worth exploring.
Aims
Two doses of anastrozole were tested for their effect on tumor volume and breast conservation rates in large or locally advanced breast tumors occurring in postmenopausal women.
Comments
Neoadjuvant chemotherapy and hormonal therapy are effective in reducing tumor size, thus facilitating breast conservation surgery. This small feasibility study shows the efficacy of anastrozole in reducing tumor volume and mastectomy requirements in postmenopausal women with locally advanced and large operable breast tumors. A formal comparison of anastrozole with standard hormonal and/or chemotherapy treatments is warranted to establish the relative value of this hormonal therapy in the neoadjuvant setting.
Methods
Postmenopausal women with nonmetastatic large (>3 cm) or locally advanced breast cancer that was estrogen receptor (ER) rich were randomly assigned to anastrozole (1 or 10 mg/day) for 12 weeks preoperatively in this double blind single center study. No other concurrent anti-tumor therapy was allowed. Tumor volume was assessed clinically (calipers), by mammography and by ultrasound at baseline and weeks 4, 8, and 12. Week 12 tumor volume by estimated by these methods was compared with actual volume (gross specimen) measured at surgery. The type of surgery required (mastectomy or lumpectomy) was assessed before treatment and surgery. Patients whose tumors progressed on anastrozole proceeded directly to surgery. No formal statistical calculation was used to determine the sample size.
Results
Twenty-six patients were enrolled and treated: in three, tumor volume was not analysed due to insufficient ER levels for eligibility (n = 2) and drug intolerance (fatigue, depression, headache) leading to withdrawal (n = 1). For the anastrozole 1 mg and 10 mg groups (n = 12 each), mean ages were 74 and 69, T2 (2 cm -5 cm primaries) occurred in 11 and 10, and clinical lymph node involvement was evident in two and one patients respectively. No patient progressed on therapy. Median tumor volume reduction from baseline using ultrasound was 80.5% for the 1 mg dose, 69.9% for 10 mg, and 75.5% for the combined groups. The median volume assessed by ultrasound was smaller than the gross pathologic volume by 12%. For caliper and mammogram assessments of tumor size, the differences were underestimates of 24% and 133%, respectively, suggesting that ultrasound is the most accurate clinical measurement tool. After 12 weeks of anastrozole, breast conservation surgery was possible in 15 of the 17 patients for whom mastectomy had been planned. All patients with clinically involved lymph nodes at baseline had pathologically involved nodes, although, in one, nodes became clinically negative.
Discussion
The results suggest that ultrasound is the most accurate method to follow the tumor clinically. Although this study showed promising clinical activity, the sample size was small and it would have been interesting to include a comparison of pre-treatment and post-treatment histologic characteristics to explore the biomodulating effects of anastrozole. The stage is now set for a randomized comparison of neoadjuvant anastrozole with TAM in a similar patient population and/or comparison of neoadjvuant with adjuvant anastrozole. The advantage of the former design is in being able to compare breast conservation rates in addition to disease-free and overall survival, endpoints which have thus far proven difficult to improve in this high-risk disease. Neoadjuvant anastrozole should be considered experimental at this stage; however, the question arises of whether patients treated with neoadjuvant anastrozole should continue with it or use TAM in the adjvuant setting. Randomized comparisons of adjuvant nonsteroidal aromatase inhibitors vs TAM are ongoing and perhaps results will be available by the time a randomized neoadjuvant study with anastrozole has been completed thus providing the answer. 
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